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Any adverse event will be evaluated and treated by the investigator as deemed
appropriate in light of the medical situation. All pertinent observations and treatments
will be recorded, both on an outpatient and inpatient basis (should hospital admission
be required). Should death occur on study, every effort will be made to obtain autopsy
data with careful examination of suspected target organs such as the bone marrow and
lungs, as well as examination of the tumor for possible chemotherapy induced changes.

CRITERIA FOR DISCONTINUING THERAPY
Increasing disease during therapy
The development of unacceptable toxicity as mentioned above

Change in the medical status of the patient such that the investigator believes that
patient safety will be compromised.

Non-compliance by the patient with protocol requirements.

Patient refusal.

STATISTICAL CONSIDERATIONS

This is a compassionate use protocol. No statistics will be used. Only descriptive data
will be collected as described above.
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11.0 DATA AND PROTOCOL MANAGEMENT

1) Protocol Compliance: The attending physician and oncology research nurse must see
each patient prior to each course of treatment. All required interim and pre treatment
data should be available prior to each treatment course for the physician to make a
designation as to tumor response and toxicity grade.

2) At the conclusion of the study, appropriate follow-up care will be provided for this
patient.

12.0 ANALYSIS OF DATA

None will be performed. However, case reports may be drafted from the data observed
in this compassionate protocol

13.0 REPORTING REQUIREMENTS

An adverse event is defined as any untoward medical occurrence in a patient
administered alpelisib that does not necessarily have a causal relationship with the
treatment.

An AE can therefore be any unfavorable and unintended sign (including an abnormal
laboratory finding), symptom, or disease temporally associated with the use of alpelisib,
whether or not related to it.

Medical conditions/diseases present before starting treatment with alpelisib are only
considered adverse events if they worsen after starting treatment with alpelisib. The
occurrence of adverse events should be sought by non-directive questioning of the
patient at each visit. Adverse events also may be detected when they are volunteered
by the patient during or between visits or through physical examination, laboratory
test, or other assessments.

Once an adverse event is detected, it should be followed until its resolution or until it is
judged to be permanent, and assessment should be made at each visit (or more
frequently, if necessary) of any changes in severity, the suspected relationship to
alpelisib, the interventions required to treat it, and the outcome.

Adverse event reporting includes but is not limited to the following:

1) Any serious and/or unexpected and severe (grade 4 non-hematologic toxicity) toxicity
will be reported immediately to the study sponsor (Novartis) who, in turn, must notify
the Chairman of the IRB (CFR 312.32).

2) Serious adverse events include toxicities which cause death, are life-threatening, result
in inpatient hospitalization or prolongation of an existing hospitalization, cause a
persistent or significant disability/incapacity, or a congenital anomaly/birth defect. To
ensure patient safety, every SAE, regardless of causality assessment, occurring after the
patient has provided informed consent and until 30 days after the patient has stopped
participation to the IPP (defined as time of last dose of alpelisib taken or last visit
whichever is later) must be reported to Novartis within 24 hours of learning of its
occurrence. Any SAEs experienced after this 30 day period should only be reported to
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Novartis if the Treating Physician or other involved health care professional suspects a
causal relationship to the treatment with alpelisib. Recurrent episodes, complications,
or progression of the initial SAE must be reported as follow-up to the original episode,
regardless of when the event occurs. This report must be submitted within 24 hours of
the Treating Physician or other involved health care professional receiving the follow-up
information. An SAE that is considered completely unrelated to a previously reported
one should be reported separately as a new event.

3) Laboratory tests for hematology, chemistry will be performed to assess toxic effects of
the study treatment. All laboratory tests performed will be assessed by the investigator
as to their clinical significance. Any post-baseline laboratory value which is found to be
clinically significant will be assessed by the investigator for a causal relationship to the
study drug and the appropriate action taken.

4) Removal of a patient from the study because of adverse experiences or changes in
laboratory test values, whether by the investigator or by the patient's own volition,
should be reported promptly to the study sponsor (Novartis).
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Appendix 1: Concomitant Medications
Table 1: List of medications to be used with caution during treatment with apelisib
Category Drug Name
CYP2AEG substrates Disulfiram, fadrozole, halothane, losigamone, methoxyflurane, nicotine, valproic
acid
Sensitive CYP2C8 substrates® | Paclitaxel, repaglinide
Sensitive CYP2C9 substrates® Phenytoin
Sensitive CYP2C19 S-mephenytoin, R/5-lansoprazole, clobazam, omeprazole, tilidine
substrates®
Moderate CYP3A Inhibitors Amprenavir, atazanavir, casopitant, cimetidine, ciprofloxacin, cyclosporine,

darunavir, ditiazem, dronedarone, enythromycin, fluconazole, fosamprenavir,
grapefruit juice (citrus paradisi fruit juice), imatinib, Schisandra sphenanﬂﬁemz,
tofisopam, verapamil

Moderate CYP3A Inducers Bosentan, efavirenz, efraviine, genistein, modafinil, nafcillin, ntenavir,
talviraline, thiondazine, tipranavir

(Gastric protection agents Alpelisib is charactenzed by a pH-dependent solubility. Medicinal products that
alter the pH of the upper gastro-intestinal tract may alter the solubility of
alpelisib and hence its bioavailability. These agents include, but are not limited
to, proton-pump inhibitors (e.g., omeprazole), Hz-antagonists (e.g., ranitidine)
and antacids. Alpelisib should preferably be dosed in a staggered manner, ie,
at least 1 hour before or 10 hours after dosing with a gastnc protection agent.
Mote that some proton pump inhibitors may possibly inhibit BCRP (see below).

BCRP inhibitors Alpelisib was identified as a substrate for the human BCRP. Co-administration
of alpelisib with BCRP inhibitors may possibly increase systemic exposure
and/or alter tissue uptake of oral alpelisib.The treatment with BCRP inhibitors
should be kept as short as possible or, if possible, fully avoided.

Drugs with a possible nisk for | Afuzosin, amantadine, atazanavir, chloral hydrate, clozapine, dolasetron,
Torsades de Pointes [ QT | enbulin, escitalopram, famotidine, felbamate, fingolimed, foscamet,
prolongation® fosphenytoin, gatifloxacin, gemifloxacin, graniseriron, iloperidone, indapamide,
isradipine, lapatinib, levofloxacin, lithium, moexipril, nicardipine, nilotinib,
octreofide, ofloxacin, ondansetron, oxytocin, paliperidone, pasirectide,
ranolazine, nsperidone, roxithromycin, sertindole, sunitinib, tamoxifen,
tizanidine, venlafaxine, voriconazole, ziprasidone

Hematopoietic growth factors Hematopoietic growth factors (e.g. erythropoietins, G-colony stimulating factor
(CSF) and GM-CSF) are not to be administered prophylactically. Use of these
drugs should be reserved to patients with severe neutropenia and anemia as
per the labeling of these agents or as dictated by local practice (see also the
guidelines established by the American Society of Clinical Oncology (ASCO)).

Corticosteroids Chronic dosing of high levels of corticosteroids such as dexamethasone and
prednisone may prolong or aggravate hyperglycemia (steroid-induced
diabetes), which is a common adverse event for PI3K inhibitors such as
alpelisib, they should be additionally used with caution and closely monitored.

Anticoagulation Anticoagulants other than warfarin/coumann derivates (Appendix 1, Table 12-1)
or antiaggregation agents may be administered under the discretion of the
investigator. However, caution is advised when alpelisib is co-administered with
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Category

Drug Name

anti-platelet pro-drugs such as clopidogrel, ticlopidine and prasugrel, which
require metabolic activation by CYP3A4, CYF2C9 and CYP2C19. Alpelisib has
the potential to inhibit some of these enzymes and may therefore decrease the
metabolic activation and clinical efficacy of these pro-drugs. Patients using anti-
platelet pro-drugs should be carefully monitored.

1ﬁ':.n],.r drug mentioned in the above list should be contraindicated if they are excluded based on any other exclusion
criteria, or as specified in Section Concomitant Medications of this guideline document or listed in Appendix 2,

Table12-2.

“Sensitive substrates: Drugs whose plasma AUC values have been shown to increase 5-fold or higher when co-
administered with a potent inhibitor.

*NTI = narrow therapeutic index drugs whose exposure-response indicates that increases in their exposure levels
by the concomitant use of potent inhibitors may lead to serious safety concems (e.g., Torsades de Pointes).

* Please also refer to hitp://cradiblemeds.org/ for a comprehensive list of agents that prolong the QT interval.

Table 2: List of prohibited medications during apelisib treatment

Category Drug Name

Strong CYP3A Inhibitors Boceprevir, clarthromycin, cobicistat, conivaptan, ehategravir, indinavir,
itraconazole, ketoconazole, lopinavir, mibefradil, nefazodone, nelfinavir,
posaconazole, ntonavir, saquinavir, telaprevir, telithromycin, tipranavir,

troleandomycin, voriconazole

Strong CYP3A Inducers

Avasimibez'a, carbamazepine, mitotane, phencbarbital, phenytoin, nfabutin,
rifampin {rifampicin}z', St. John's wort (hypericum perforatum)

CYP3A substrates with NTI'

Alfentanil, astemizole, cisapride, cyclosporine, diergotamine
(dihydroergotamineg), ergc:famine, fentanyl, pimeozide, quinidine, sirolimus,
tacrolimus, terfenadine

Sensitive CYP3A Substrates*

Alpha-dihydroergocryptine, aplaviroc, aprepitant, atorvastatin, brecanavir,
brotizolam, budesonide, buspirone, capravirine, casopitant, conivaptan,
darifenacin, darunavir, dasatinib, dronedarone, ebastine, eletriptan, eplerenone,
everolimus, felodipine, fluticasone, indinavir, levomethadyl, lopinavir, lovastatin,
lumefantrine, lurasidone, maraviroc, midazolam, neratinib, nisoldipine,
perospirone, guetiapine, ndaforolimus, saquinavir, sildenafil, simvastatin,
ticagrelor, tipranavir, tolvaptan, tnazolam, vardenafil, vicriviroc

Other investigational therapies should not be used while the patient is treated
within the IPP. Anticancer therapy [chemotherapy, biologic or radiation therapy,
and surgery (unless specified in protocol - tbe)] other than the treatment with
alpelisib must not be given to patients while the patient is treated within the IPP.
If such agents are required for a patient then the patient must be discontinued
from the IPP.

Herbal preparations/medications are prohibited throughout the study, as a
potential drug-drug-interaction is always possible. These herbal medications
include, but are not limited to: St. John's wort, Kava, ephedra {ma huang),
gingko biloba, dehydroepiandrosterone (DHEA), yohimbe, saw palmetto, and
ginseng. Patients should stop using these herbal medications 7 days prior to
first dose of alpelisib.

Other  investigational  and
antineoplastic therapies

Herbal medications
Warfarin and COUMErin
derivatives

Therapeutic doses of warfarin sodium (Coumadin®) or any other coumarin-
derivative anticoagulants are prohibited in this study. Warfarin has a narrow
therapeutic range and alpelisib is a possible inhibitor of CYP2C8 and 2C9, the
major metabolizing enzyme of warfarin. Therapeutic anticoagulation may be
accomplished using low-molecular weight heparin.
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Category Drug Name

Drugs with a known risk for | Amiodarone, amitriptyline (2C19), arsenic trioxide, astemizole, cepridil,
Torsades de Pointes [ QT | chloroquine, chlorpromazine, cisapride, citalopram,  clarthromycin,
pr::-It:-r‘.g:ltit:-r'u5 clomipramine (2C19), disopyramide, dofetilide, domperidone, dronedarone
(CYP3A4), dropendol, erythromycin, flecainide, halofantine, haloperidol,
ibutilide, levomethadyl, mesoridazine, methadone, moxifloxacin, pentamidine,
pimozide, probucol, procainamide, quetiapine (3A4), quinidine, ritonavir (3A4),
sotalol, sparfloxacin, tacrolimus (3A4), telithromycin (3A4), terfenadine,
thioridazine, trazodone (3A4), vandetanib, vardenafil (3A4)

INTI = narrow therapeutic index drugs whose exposure-response indicates that increases in their exposure levels
by the concomitant use of potent inhibitors may lead to serious safety concems (e.g., Torsades de Pointes)

*Herbal product
3F"-gpn inducer
*Sensitive substrates: Drugs whose plasma AUC values have been shown to increase 5-fold or higher when

® Please also refer to hitp-/icrediblemeds org/ for a comprehensive list of agents that prolong the QT interval.
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